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Abstract Of JP2270873 

NEW MATERIAL:8-{2-Methyl-6-[(S) or (R)-2-hydroxypropionyl amino]benzylamino}-3-(2-propynyl)-2- 
methylimidazo[1,2-a]pyridine and its salt. USE:A drug. An antiulcer agent and acid-secretion 
suppressing agent Useful as a remedy for gastric ulcer, duodenal ulcer, anastomatic ulcer, acute or 
chron ic gastritis, cholera, etc. PREPARATIONThe novel substance such as the compound of formula 
I can be produced by reacting a novel compound of formula II or Its salt with a compound of formula III 
(R is protected OH; X is halogen) and subjecting the resultant compound of formula N or its salt to 
elimination reaction of the hydroxy-protecting group. 
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ffl ft 

1) 8-C2->^-n.--6-{CS)-2-b 

-3-C2-:/Dl^-A.)-2-/f^;u-C 

C 1 . 2 - a 3 kf g i? V . is J: t/: 

8-C 2--»«9^A.-6-{ CR)-2-tKD4^ 

K^-fxsY^it-A'Tiy ) ^> 'J A^r i y 3-3- 

( 2-:/nfc:r.^u)-2->f-/U^' S^l/'Cl.2 

-a3tr";v;vJ:l)«cS«f;^^jilR^n/:i^ S ^< 

»/ tr "J > <t 4fe *J J: D-* <7) M . 

2) 8-C2->^/u-6-(CS)-'2-t 

K D •> D e 5j- - r $ ) ^ V r $ y ] 

Cl , 2 - a3tf VTASgl^^ 1 )te3fltt<7><b 

3) (l)8-[2-;'9^JU-6-{CS)-2 



y )KV':;juTS> 3-3-( 2-yDtr-JU) 
- 2 - / ^ A. '( i r y C 1 . 2 - a 3 U V t 

-t coffins t K D 4r -V^afS^OftilllRl&fCK L 
T» 8-C2-/^A.-6-{CS)-2-tK 

D+->^Dt^^-juTsy}^v»:/ju75>' 3 

-3-C2-yatr-->u)-2-/'?^JU-r ^^i/ 

[1,2 - a 3 'y>^ft\±^<r>^m^n^ti^. 

(l)8-C 2-yf-A.-6 - { CR)-2 

y )'^vv^u7S>'3-3-C2-yDejiju) 
-2--»'^ju-r 5yyci,2-a3e»>'>'y*fc 

-C, 8-[2->^;u-6-{CR)-2-tK 
a4r>7'ot::^-~JVr$^}^>v;WTS>' 3 
-3-C2-yntrj:^l,)-2«>f;U-< 

[1,2 - a3e'; v;vifct±^(7>^«tf^2>:: t 
»CJ:0, 8-[2-yf'/u-6-{CS)-2- 

J 3-3-C 2-yDt;^/u)-2->fJu-r s 



^-6 - { ( R)-2-t h'a4r'y'^at::r^A^ 

^ •) JSC nfc<t^<te* feti * 

4 n ^ (0 ffi m 4- ^ s Jit « « sa 5fe 0^ *a K ^ 

f<£i ^ 1^ . 

3 . IS Bfl C7) g| Ift 

f& « ^ ffi 5 ^ '/ tr «; V >f fc ^ 4^ CO - o 

i-^^t)*). 8-C2-/f^;u-6- 
{ CS)-2-tKD4^.>7'ai^:^-~;w7^y } 

-3- 

[ \t^^{ Ia):B-C2-^1^;U-6-{CS) 

TSy3-3-C2-:/Di^ji;u)-2->f-;u 
4 5 / C 1 . 2 - a 3 If U > ] . *j J: C/i 




{ lb) 



Cfl:'S-4&(Ib):8-C 2-/^^-6 - { CR) 
-2-tKD + V:^oe:ri>urS> I'^VV';!. 
rs>']-3-C2-><nbr-A.)-2->f^;U 
i '/ C 1 . 2 - a 3 e U V ] . 

c: <7>^ J: ntf @ fi<j^t^^( I a)i=j j: ( r b) 
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^>i;jUTi>'3-3-C2-yntr-JU)-'2 

- > f- -C $ y y [ 1 . 2 - a ] e »; V 4^ J: CA' 8 
-C 2-^^;v-6-{ CR)-2-tKo4^v 

C 2-yaif~^)-2->f';u-r 5yyCl.2 

- a 3tr U V *3 J:Of ^(7>«S«. * <7>|!!5fiac, jfe 

z <7)^e^(r> i y / ir »; V ^ffc ^ <7> - <7> 3t 
#»it<*i±T6a«jft^(ia)*3j:c/(ib)-c7^^n 
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t K a .> ^ 31 



t K a + v^ai 




( I a) 



(lb) 



7. ju .-H V K ^ . ¥ © ^ . h ^ ^ V :^ ;w * V K 

a tr - ;u + V , ^ f- U :f 4^ *> , V ^ ij 
if •> . U >; ;u :t 4^ > . y ^< U U /u :r + 

S . ffil iL « > V ju :r + •> . h •> ;u =f V <f (0 ;^ 

<f b n 4 . 



Heldenhaln M ie^ » h H ^ V ^) > MW. 

f Ibn^Zm^f^'k.L it Heidenhain f«:*^^ 

(Cephalic vein) J: ij }f ttl^ A U fc, 15^«»CS? 



-8- 

it. ^yim(nn^t:m%\.it^, O.IM NaOH^^ 
V*, pH7.04-C«5E U fc. 

(I) 8-C2-/'^/U-6-{CS)-2-t 
C 1 . 2 - a ] If 'J V . . 







(I) 


100 
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* n -C v» X J: . 

Wffy 5 mg, lOmg, SOngv lOOng^ 250og^ SOOfflg^ 
a. -HftWJCtt lmg/ffl«:t*&2000flig/ffi(*i<?> 

M<?)ft* 1 B ^ a tf J: -tneii 

<7>ft * I B ^ *) fcjft^ t r J: v^. 



ijLl_@U. 

2 . 3 - T $ y V C 62. 8 g ) *j j: Of 3 

* JR h U A;kl9«t$:/iniL. iSfe T ® ^ 'fe 

■C. 8-T$y-3-C2-yDlfi^)-2- 
/ T ^ ^ S yC 1 , 2 - a ] tr y V C 18. 42 g D 



-II- 

ffifflUv ttJie^tttttUT. 8-rS>'-3-C2 

B ]e y y V cu.iog ) t w*. 

IR (XS^i-Ji) : 3410, 3275. 3170. 1625. 
1550 cm'^ 

HMR {CDCI3. S) ' 2.05 (IH. t. J=3Hz). 2.43 
<3K.s). 3.72 (2H.d. J:s3Hz). 4.51 (2H. 
^Q-h' s), 6.27 (lH.dd,J»lHz X X/ 7Hz). 
6.63 (lH.t.J=7Hz). 7.49 (IH.dd.J^lHz *l 
J: 1/ 7H3) 

f- /u ^ S y [ I . 2 - a ] If 1; > C 185ing ) , 
mm Z iW«lCLT2->f-;U-6-TW^V 

32lL^2->^/U-6-> l»4^5/*/U*i/UTS 

r $ vCl.4Bii)<^)4S^>5^t'VC3.6inl)4'«S 



-12- 

2. 5110 «rffi JRaiH5!C«+'lO*CT«T-*- ft • iS 4* 
^it1&^tt5feU. ^ajiB^^-^EL 

^Ht^ / ^ y - c i.zi^ } ^zmm -t 

ft • 

JS-&4fe*;K4'liitff, ^^Do*A.A-caaii-ft, 

T, 8-C2->^A.-6~>h+v/*jU;K-;W 

r i y > 'y j\. 7 i^)-3-C2-yDtr~ 

) - 2 - / ;u 5 y C 1 . 2 - a 3 e 'J V 
C 185nig) ft . 
op : 149-150*C 

IR (>s?«-)t) : 3370. 3290. 1730. 1610, 
1590 co"^ 

MMR (DMSO-dg. S) : 2.30 (3H.s). 2.36 (3H, 
s). 2.93 (IH.t. J=3Hz). 3.62 (3H.s). 



-13- 



—880— 



-14- 



^mw- 2-270873(5) 



3.86 (2H,d. J=3Hz). 4.35 ( 2H. d. J=5Hs ) . 

5.43 (lH.t.J=5Hz). 6.25 ( IH. d. J=7. 5Hz). 

6.70 (IH.t. J = 7.5Hz). 6.90-7.30 (3H.a). 

7.54 (lH.d.J«7.5Hz). 9.03 (IH.^td-Ks) 
^i^tfB 3 

D D > t^ju ^ 0.416 g 5 <Ott-f(: / ^ u > 
C lnft)»«E«:2rTSy-6-> f- j\. < v 

iW r a - C 0. 549 g ) *j 0: Of »^ U V C 0. 364 

tT. 2->fA--6-/h + i/:ftA.;|{-;UTS 

V T JU 3 - ;u C 0. 64 g ) a . 
inp : IU-113*C 

IR (us;.-*) ! 3450, 3260. 1685. 1602. 

1580. 1540 cm"^ 
NMR {CDCI3. ^) : 2.36 (3H,s). 2.46 (iH.t. 
J=6Hz), 3.73 (3H,s). 4.67 ( 2H. d. J=6Hz ). 

-16- 

V >' D 9 K C 28. 26 g ) t W S • 
IR : 3975, 1680. 1595. 1580. 

1520 cm~^ 

HMR (CDCI3. S) : 2.42 (3H.s>. 3.78 (SH.s). 
4.65 (2H. 3). 6.55-7.00 (IH.^n-r s), 
7.00 (lH.dd.J = 2Hz *i J: 7.5Hz). 7.25 
(IH.t. J=7.5Hz). 7.60 ( IH, dd. J = 7. 5Hz) 

BP : 75-76'C 

IR {%tfu^'^) : 3355. 1685. 1600. 1582. 
1510 co'^ 

NWR (CDCI3. S) : 1,52 (9H.a). 2.42 (3H.s). 
4.67 (2H.9). 6.60 (IH./a-r 9). 7.0 (IH. 
d.J=7.5Hz). 7.40 ( IH. t, J«7. 5Hz) . 7.80 
(IH.d. Js7.5Hz) 

2 . 3 - V- T s / e u V C I. 09 g ) <;> > ^ 



6.87 (IH.d. J«=7. 5Hz), 7.11 (IH.t. 

J = 7.5Hz). 7.47 (lH.d.J«7.5Hz>. 7.40- 

7.70 (IH./D-K a) 

ft^igtfll 3 tmm^ZtX. 2-/f-;u-6-^H 

^ ^9 £ . 
np : 96-98*C 

IR (75?>-/u) : 3450. 3320. 1695. 1600. 1580. 
1520 co'^ 

NMR (CDCIg, S) : 1.50 (9H.s). 2.40 (2H.s>. 
4.73 (2H.d. J=6Hz). 6.80-7.63 (4H.iii) 

■ simms 

0 'J r — C 29. 19 i )o)ffi-ft:/f'u V 

C 290nO ^•laJS^ejJC^ «[>ftf":r--'U C 11.4601 ) 

Ur, 2-/f-;U-6->h + ->*ju.Kji;UT« 
-16- 

> - A. C 22nfl 2->^;u-6-> h 

4^ •> * >t .-K A- T s ^ > ;u o 9 Y K C 2. 14 

g ) *fJ:CKittSI[* >J •>ACl.38g >t^iaTjta 
«g#4&*1.5»?FW«i$-r-2>. ^fS<fe=Sr«^ 

zlE«:->';*y;uC30g :> ^ ^ m -T i> iJ 9 J. ^ a -^r 
t a>mm CiOQ : I ) -CJSffi L T»S 4: 

C 1. 44 g ) 4:^9 2> . 
mp J 176-178*C 

IR i^ifi-K) : 3445. 3290. 3125. 1730. 1645, 
1590 ca"^ 

NMR (OMSO-dg. S) : 2.33 (3H.s). 3.58 <3H. 
9). 4.08 (2H.d. J=5Hz). 4.52 (IH.t! 
J=5Hz), 5.40 (2H.8), 6.37-6.57 (IH.m), 
6.67-6.82 (IH.m). 6.90-7.40 (4H.n). 
8.77 (IH,9) 
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i/ * iu - ;u T 5 y < V r 5 y ) tf u 'J > 

C ISOmg )*>Jt(/3->>A.:;r + *>-5-'^+*> 
V - 2 - :i- V C I20ing) <?3 p« ^ V - JU C 0. 36iifl ) 
*JJ:Ufi/aa>h;Ui.C 0. 36nfl ) 4" iB «^ 20B$ M 

C 2-/f';U-6- / h + C/*A.rf<-;urS>''< 
vyA.rW)-3-C 2-:/ntr-A.)-2- 
/ TA-^ 5 '/ [ 1 . 2 - a ] tf U > C 127ing ) 
f9 ft • 
mp : 149-150'C 

IR (XS?B-*) : 3370. 3290. 1730. 1610. 1590, 

1560, 1540 cm"^ 
NMR (CDCI3. 6) ' 2.06 (IH. t, J=3Hz). 2.36 

-19- 

[ 1 . 2 - a ] if U V C 6l.8g ) *^#ft. 
mp : 199-20rC 

IR (Xf**-*) : 3420. 3310. 3290. 3220. 1620. 
1545 cb'^ 

NKR (DHSO-dg. S) : 2.27 (BH.s). 2.91 (IH. 
t.J=3H2). 3,85 (2H.d, J=3Hz). 4.30 (2H. 
d.J = 5Hz). 4.98 (2H.a). 5.61 (IH.t. 
J=5Hz). 6. 23-7. 03 (SH.m). 7.60 (IH.d. 
J=7.5Hz) 

2 » 3 - c/'r s >' e i; •:; V c s.Og ) ihi^x/j^^ 
*U'^i»C6.3g)<?>/4^>'--n.C lOOnft ) l^ffifl 
tt*c2-y^A.-6-lR = fiyh + v*A.rf-:-A. 
r wo ^ D 9 K C 11: 7 g D =fc jto it. . ^ 

3 - C 2->f^JU-6-»Hiftyh + V*;u#r. 

;w r $ y < V 7 s ) kf V C 10. 65 g ) 



2-270873(6) 

(6H.3), 3.66 (3H.s). 3.73 (2H.d. J = 3Hz). 
4.35 (2H.d. J=4. 5Hz). 4.85 (IH.t. 
J = 4.5Hz), 6.35 (IH.d. J = 7Hz). 6.76 <IH, 
t,J=7Hz), 6.98 (IH.d. J=7Hz>. 7.25 (IH. 
t. J=7Hz). 7.43-7. 85 {3H.id) 

8-C 2->f'/l'-e-^ 
T$>'<Vv^-'l'rS>')-3-C2-yDtr- 

) - 2 - > f- >'u Y i ^ y C 1 . 2 - a ] e g > 

( 92. 2g ) C7) JS<t > tf- 1^ > C 920Bift ^ ma^L^ V 'J 
> ^ V U 3 — K C 72. 4iiifi ) * 20 - 30*C T jfS 

Ti-ft. ig-^ftj «r 5 B^MiSm^. ?ft^&«r5t ») lift 
ffl«5l[TtC/'4'y-JUC90nfl>«rJSlTi-ft.^ 

ja-C40^WIKI$«. jStt*«EffTJ::@*-f ft. « 

x:^^?ftU. A-cKjit ft, iSjSI* 

8-C2-^'?"JU-6-T^y^>>'JUr5y) 
-3-C 2-3^Dtr~Jl.)-2-/f-^'< $^v^ 

-20- • 

^ ft , 
mp : 151-1S3*C 

IR (itJ?H-A) : 3440. 3390. 3320. 3280, 3150. 

1718. 1645. 1600. 1585, 1545, 
1520 cm"^ 

NUR (CDCI3, 6) ' 1.46 (9H,3). 2.37 (3H,s), 
3.31 (IH, t. J=5Hz). 4.19 ( 2H, d. J = 5Hz), 
4.26 (2H.s). 6.73-6.79 (IH.n). 6.99 
(2H. t. J = 8Hz). 7.24 ( IH, d. J=8Hz) . 7.37 
(IH.s). 7.62-7.69 (2H.m) 

2-r$-/-3-C2-/«^;i.-6-Sf5 = IR>^ 
h # •> » A. * - r s J 'J A.r i y ) tf u 

•:^vC0.9g )*3iC/=3-/ VA.:r+V-5-'^ 
+ vy-2-:tvC0.52g )<7)p'^>'-;uCl.8 
mi ) ^40B$f^a?ti- ft . i^^^ t iiiB^:^5^ 

ft. ^m.m^^^\.xm^'^ ^ % d.xt^isit 

ft. »fiE«:il5£ETtc@*t ft. «att^^>'-^ 
C3.6Bfi)iCiefl?U, ;iaiC20%x^>'-/H4jg 
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ta, ^«JB * ^flSE U T fiSK -V •> .> A -ciSi* 

NMR (DMSO-dg. ^> : 2.27 (6H.9). 2.91 (IH. 
t.J = 3Hz). 3.85 (2H.d. J = 3Hz). 4.30 (2H. 
d.J = 5H2). 4.98 (2H.S), 5.61 (IH.t, 
J=5Hz). 6.23-7.03 (SH.n). 7.66 (IH.d. 
J«7.5Hz) 

y )-3-C 2-yotr^iu)-2-/'f-;u-^ S 
r / C 1 . 2 - a ] >J V? V C 6. 1 1 g ) <7) ^7 D D jh 
^ A C 183inO . CS)-2-r-bh:t-v/ 

:/a^^:t-^^^^07^' KC3. 16g)4r5'C-C?gT 
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*-t-2>. 8-[2-/'f^/u-6~{CS)-2- 

3-3-C 2-yDtf.=.A.)-2->^;u-r 
5 ^^VCl.2-a]eu yv<7>KtS»c>^>' - 
C 244infl )«rAniL. ;:nttlK»*>J'>i.C4.42 

s )a>;<cir«?ci3DH)$rSjaT«Tta. jg-^^ 
t45^raai^$«, ttfifltat^, l£«U-C. 8 - 

C2-/'^;u-6-{CS)-2-tKa+-> 

C 2-rot:^;w)-2-/f-;UV 5^^/Cl,2 
- a ] v; V C 7. 40g ) s . 
mp : 196-202*C C ^ ) 

IR (X!;.-*) : 3375, 3230, 1690. 1600. 1585. 

1560. 1530 cm~^ 
NMR (CDCI3. S) t 1.28 (3H.d, J=7H2). 2.11 

(IH.t. J=3Hz), 2.23 (3H.8). 2.36 (3H.3). 

3.63 (2H,d. J=3Hz). 4.14-4.37 (3H.in). 

5.20 (IH. t. J=5Hz), 6.07 ( IH. d, J=7Hz). 

6.59 (IH.t. J=7Hz). 7.03 ( IH. d. J=7Hz ) . 
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7.22 (IH.d. J=8Hz). 7.27 (lH.d.J = 7Hz), 
7.62 (IH.d. J=8Hz). 9.93 (IH.s) 
Cot ]d^=-7S.8' [C=l. ll,CHCl3:EtOH(99.5:0.5)] 
X tfeW 2 

I i:(SI<»fcUT. 8-C2->^;u-6 
- f C R)-2-t KD4^v'yDtr:*-.=:A.r S 

> )<>-:^;urw]-3-C2-:/Dtf^A.) 
-2->f;UY S^V'Cl.2-a]t^gvV^:^# 
a . 

np : 180-197'C C ^« ) 
XR (t'Ju-K) i 3390. 3330. 3300. 1680. 
1560 ciD~^ 

HMR (CDCI3. : 1.3 (3H.d. J=6Hz). 2.06 

(lH,t.J=3Hz). 2.25 (3H.9). 2.36 (3H.3). 
3.60 (2H,d. J=3Hz). 4.10-4,53 (SH.n). 
5.20 (IH.d. J=5Hz). 6.10 ( IH . d , J = 7. SHz ), 
6.60 (IH, t. J=7Hz). 6.99 (IH . d . J = 7. 5Hz ), 
7.16 (IH.d. J=7Hz). 7.34 ( IH. d, J=7Hz ) . 
7,67 (IH.d, J=7. SHz), 9.52 (IH.s) 

Ca ]g^=+S8.3* CC=l.02,CHCl3:EtOH(99. 5:0. 5)] 
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8-C2-/'f;U-6-{CS)-2-tKD 

-C 2-yDif^ju)-2-.»«f^/uw 5^/Cl. 
2 - a 3 >J V C 51.58g ) <7) i y - <rt. C 277 

C 26.705 ) $:^#l-Cf«Tt 5. fg-^^^^lB^raflK 
^^-t hmi^i:^^lX, 8-C2-/f 
^-6 - ( C S)-:2-t Kn4^'>yotr:j--;u 
)^>'->'>U7i>'3-3-C2-yot' 
- -'U ) - 2 - / ^ 5 y '/ C 1 . 2 - a 3 U 
> • %BJ!& C 46g ) ^ff 
mp 217-218*C 
[a 3§*=-lS.9* (C=1.0.H20> 
itmti^^ ^ 99.02X ee (chiral, HPLC) 
IR (its?*-*) : 3260, 3120. 3050. 2750, 2700. 

2660. 1675, 1620. 1585, 
1510 cm"^ 

NMR (DMSO-dg. S) : 1.23 (3H. d, J=7. 8Hz) . 
2.41 (3H.s). 2.48 (3H.s). 3,16 (IH.t. 
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J=2.6Hz}. 4.06-4.16 (SH.d). 4.38 (2H.d. 
J-3.9Hz). 6.80 (IH./o-r s), 7.03 (IH.d, 
J = 7.90). 7.09 (lH,d, J = 7. 20). 7.25 (IH, 
t,J=7.90). 7.37 (lH.t.J = 6.50), 7.50 
(IH.d. J»7.20). 8.02 ( IH. d. Jx:6. 50) . 9.50 
(IH.s). 14.82 (IH.^a-K s) 
5c«^« C22H25CIN4O2 t LX, 

tfn<A ' C' 63.99. H: 6.10. 13.57. 
Cl: 8.59 

9imiA ' C' 63.85. H: 6.15. 13.42. 
CI: 8.82 

^^^^ 

8-C2-/^;u-6-{CS)-2-tKa 
+ V >r D ;w r $ y J > ;U T $ 3 - 3 

2-a]trgi;vCl5g)<7)*^./-A.C ssoma ) 
^U'^^\z, y ^ V ;i ju* vKC 2. 59g ) <?)i^ 

8-C2^>^^l'-6-{CS)-2-tKni|P 



'>yat^:r-JUrfty l<>-:^;urS>' ]-3- 

C 2-yDe-;u)-2->f^;u-< $yyci,2 

- a 3 e > . y V ;K > K<g C 14. 85 g ) 

mp : 208-214*C 
[a 3g°=-l2. 7- (C^l.O.HgO) 
3t«S&«JK « 96.04X ec (chiral. HPLC) 
IR {t'JwK) : 3290. 3240. 2690. 1680. 1580. 
1510 cm"^ 

NMR <DMSO-dg. B) : 1.20 (3H. d. J=6. 8Hz) . 

2.26 (3H.S). 2.40 (3H.s). 2.49 (3H.s), 

3.17 (IH. t. J = 2. 5Hz). 4.04-4.13 (3H.m). 

4.35 (2H, d. J = 3. 9Hz), 6.16 (IH./D-K s). 

7.07-7.16 (2H.in). 7.30 ( IH. t. J=8Hz) . 

7.40 (IH.t. J = 7H2). 7.55 ( IH. d. J=7Hz). 

8.07 (IH.d, J=7Hz). 9.47 (IH.s). 13.94 

(lH.3^a-r s) 
5c«^«f C23H28N4O5S t UT. 

l^n^ • C' 58.46. H: 5.97. N: 11.86. 
S: 6.78 



-27- 
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nmiA • C' 58.64. H- 5.97. N: 11.38. 
S: 6.72 
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